extent.
The antithyroid agent 1,1, 3-tricyano-2-amino-1-propene (TCAP) prevents organification of iodine (5) . It also serves as a halogen acceptor in the reaction catalyzed by the chloroperoxidase of Caldariomyces fumago (7) . We therefore tested it as a chlorination inhibitor in our previously described Streptomyces aureofaciens BC-41 system where inhibition leads to the production of a high concentration of tetracycline rather than chlortetracycline (2). Since bromide ion, itself a chlorination inhibitor (4), has been shown to potentiate the effect of some organic (3; M. Arishima and Y. Sekizawa, U.S. Patent 2,949,407, 1960) and inorganic inhibitors (6) , these experiments were run without and with 200 ,ug of bromide ion/ml (as KBr) included in the medium.
TCAP was indeed found to be active, and this led to the testing of a total of 36 other nitriles and cyano compounds, of which half were found to be active. These are shown in Table 1 . Included in Table 1 is the toxicity index (2), which represents the ratio of total potency in the control to total potency with inhibitor. Total potencies in the controls ranged from 5,500 to 8,600 usg/ml over the course of these experiments.
As can be seen in Table 1 , all of the compounds except benzonitrile, phthalonitrile, and dicyanobenzene were potentiated by bromide. Thiocyanate, itself a chlorination inhibitor (1), as is bromide, did not potentiate. Iodide and fluoride were also inactive in this respect.
Using cyanide and tetracyanoethylene as model compounds, we found that excess chloride ion did not reverse the inhibition. Slight reversal was found with Fe3+ and somewhat more with Cu2+ ions. p-Amino-propiophenone reversed the inhibition by about half and methylene blue by over half ( Table 2 ). The methylene blue was added after the fermentation had progressed for 48 hr; otherwise no antibiotic was synthesized.
Many but not all of the compounds in Table 1 feature a conjugated double bond. Malononitrile, one of the most active compounds, does not share this feature but is a monomer of TCAP, which does. Several compounds such as acrylonitrile, crotononitrile, and cinnamononitrile which do have a conjugated double bond were tested and found inactive. In view of the activity of cyanide at very low levels when added after medium sterilization, it is attractive to speculate that a low cyanogenicity of chemical or biological origin would account for activity. Structural consideration would indicate that this could be true pyruvonitrile and the cyanomethyl benzene and toluene sulfonates. However, acetonitrile and butyronitrile, which might be expected to be cyanogenic, were tested and found inactive. Thus, there is no present common feature which would explain activity.
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